Angiotensin converting enzyme (ACE) is a renal enzyme catalyzing the conversion of angiotensin 1 to angiotensin 2. This, results in production of the aldosterone resulting in natrium retention and potassium excretion. ACE gene has 3 polymorphic genotypes of II, DI and DD. It has been observed in several studies and meta-analyses that patients with DD genotype are more at risk of renal and cardiovascular diseases. It seems that these effects could be due to hyperactivity of ACE gene in such patients (1,2). In addition to kidneys, ovaries have renin angiotensin system (RAS). The role of this system in ovulation and reproduction is not completely understood (3).
Introduction
Throughout the history of the world, the ones who had confronted the bitterest face of poverty and war had always been the women. As known poverty and war affects human health either directly or indirectly, the effects of this condition on health and status of women in the society should not be ignored. This study intends to cast light on the effects of war and poverty on the reproductive health of women. For this purpose, the face of war affecting the women, the problem of immigration, inequalities in distribution of income based on gender and the effects of all these on the reproductive health of women will be addressed.
War and Women's Health
Famine, synonymous with war and poverty, is clearer for women; war means deep disadvantages such as full destruction, loss of future and uncertainty for women. Wars are conflicts that destroy families, societies and cultures that negatively affect the health of community and cause violation of human rights. According to the data of World Health Organization (WHO) and World Bank, in 2002 wars had been among the first ten reasons which killed the most and caused disabilities. Civil losses are at the rate of 90% within all losses (1) . War has many negative effects on human health. One of these is its effect of shortening the average human life. According to the data of WHO, the average human life is 68.1 years for males and 72.7 years for females. It is being thought that severe military conflicts in Africa shorten the expected lifetime for more than 2 years. In general, WHO had calculated that 269 thousand people had died in 1999 due to the effect of wars and that loss of 8.44 million healthy years of life had occurred (2, 3) . Wars negatively affect the provision of health services. Health institutions such as hospitals, laboratories and health centers are direct targets of war. Moreover, the wars cause the migration of qualified health employees, and thus the health services hitches. Assessments made indicate that the effect of destruction in the infrastructure of health continues for 5-10 years even after the finalization of conflicts (3) . Due to resource requirements in the restructuring investments after war, the share allocated to health has decreased (1).
Mortalities and Morbidities
The ones who are most affected from wars are women and children. While deaths depending on direct violence affect the male population, the indirect deaths kill children, women and elders more. In Iraq between 1990-1994, infant deaths had shown this reality in its more bare form with an increase of 600% (4). The war taking five years increases the child deaths under age of 5 by 13%. Also 47% of all the refugees in the world and 50% of asylum seekers and displaced people are women and girls and 44% refugees and asylum seekers are children under the age of 18 (5) . As the result of wars and armed conflicts, women are
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Results
Among the 8 studies imported in the meta-analysis, 6 of them had been covered by Jia et al meta-analysis (13) (14) (15) (16) (17) (18) . Analyses were performed in 5 different groups of alleles and genotypes including D vs I (Figures 2, 3) , DD vs II (Figures 4, 5) , DD+DI vs II (Figures 6, 7) , DD vs DI+II (Figures 8, 9 ), and DI vs DD+II (Figures 10, 11 ). Among these 5 analyses, 4 of them were statistically significant (Table 1) . After applying the multiple comparison correction, they still remained significant. The publication bias and their weight corrections are pointed out in the funnel plots (Figures 2A, 4A , 4B, 6A, 6B, 8A, 8B, 10A, and 10B). The meta-analysis results are shown in the forest plots ( Figures 2B, 4C , 6C, 8C and 10C). Impact of ethnicities and sample sizes on the results are shown as meta-regressions (Figures 3, 5 , 7, 9 and 11).
As we said, the previous meta-analysis found no significant correlation between ACE genotypes and PCOS. This could be due to their smaller size of total population and using random-effect model. As we checked in our funnel plots, using the random-effect model was not able to correct the heterogeneities of the studies. Therefore, we used fixed-effect model instead, and in order to correct the heterogeneities we decreased the weights of the studies having publication bias. Our statistical aim for this homogenizing was to move the co-ordination of such studies from outside to inside of the funnel in funnel plots.
For the analysis D vs I, firstly we found a significant correlation (Table 1 ), but after applying the needed weight correction ( Figure 1A ), this significance correlation did not remain (Table 1) . Its justification could be the protecting effect of DI genotype in spite of the negative effect of DD genotype on PCOS. For the analysis DD vs II, after weight correction ( Figure 4B ), the risk factor role of DD genotype, remained significant (Table 1) . Similarly, for the analysis DD+DI vs II, after weight correction (Figure 6B ), the risk factor role of DD genotype remained significant (Table 1) . Its justification could be the protecting effect of II genotype in spite of the protecting effect of DI genotype on PCOS. For the analysis DD vs DI+II, after weight correction ( Figure 8B ), the risk factor role of DD genotype remained significant (Table 1) . For the analysis DI vs DD+II, after weight correction (Figure 10B ), the protecting role of DI genotype remained significant ( Table 1) .
The meta-regressions show that these roles of ACE polymorphism in PCOS are not affected by Caucasian race ( Figures 3A, 5A, 7A, 9A and 11A) . In meta-regressions of the study sample sizes, it is observed that the risk factor role of DD genotype decreases in larger populations ( Figure 9B) , and also the protecting role of DI genotype decreases in larger populations ( Figure 11B ). Of course these plots are based on our weight-corrected model.
Discussion
Role of genetic polymorphisms in pathogenesis of PCOS has been previously described. For instance, Panda et al have shown in a systematic review that up to now 43 different types of proteins are involved in pathogenesis of PCOS (ACE protein was not among them). Most of them were insulin related genes and proteins (21) . The exact molecular pathogenesis of PCOS is still unclear. Infertility is one of the complications of PCOS (4) . In such patients, controlled ovarian stimulation could be used (22) , although ovarian hyper-stimulation has its own problems (23, 24) . For this reason, spontaneous abortion is higher in PCOS patients even after using assisted reproductive technologies (4).
As described by Cheng et al, paternal history of diabetes mellitus and hypertension can increase the risk of PCOS (25) . Another study believes that familial history of obesity, diabetes mellitus and hypertension increase the risk of PCOS (26) . Since familial hypertension seems to be an angiotensin related phenotype (27) , ACE gene polymorphism might be effective in the incidence and severity of PCOS. Of course this estimation is based on the renal RAS.
It seems and is hypothesized that both renal and ovarian RAS might be involved in physiopathology of PCOS. Ovarian RAS is involved in ovulation process whereas renal RAS is involved in blood pressure and hemodynamic changes. The role of hyper-and hypo-activity of RAS may be paradoxically different. Biochemistry wise, aldosterone as the outcome of RAS, is a part of cholesterol related cycles of metabolism. Hence the hyperlipidemia, insulin resistance and hyperandrogenism occurred in PCOS will not be unfamiliar to renal RAS. Therefor statins (28) and spironolactone (29) can be used for treatment of PCOS because they directly and indirectly related to the abovementioned mechanisms.
Conclusion
It is concluded that the hypertension related gene ACE is associated with PCOS. Although this association is statistically significant, the ORs are not distant enough from one to show a highly effective role. Since the physiological activity of DI genotype is between DD and II, it seems that both hyper-and hypo-activity of ACE gene could be harmful for PCOS (but more of hyperactivity) as a scientific model. Hence it is suggested to use a very low dose of captopril in the PCOS patients having DD genotype in future as clinical trials. This dose should be lower than usual because of the risk of hyperkalemia. Of course captopril will be just a scientific model for ACE inhibition, not a secondary usage for this medication. Further investigation on ovary ACE system is needed.
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